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The mechanisms responsible for recurrent oral ulcers have yet to be defined. Oral ulcers occur in several conditions, including connective tissue disease, viral infections, and gastrointestinal disorders such as inflammatory bowel disease and gluten sensitive enteropathy or coeliac disease. Treatment of gluten sensitivity with a diet that is free of gluten results in resolution of small intestinal lesions and often also oral ulcers. 1 While some patients present with gluten sensitivity and recurrent oral ulcers without gastrointestinal abnormalities, 2 the possibility that some of these patients may subsequently develop enteropathy has not been confirmed. We report on a patient with gluten sensitivity and oral ulcers who developed abnormalities of the small intestine without gastrointestinal symptoms after many years of surveillance.
Case report
A 14 year old boy presented to the coeliac outpatient clinic in St James's Hospital, Dublin, with a history of oral ulcers since 3 years of age. His mother had longstanding coeliac disease but had had no oral ulcers; there was no other family history of coeliac enteropathy or oral ulcers. When the patient was 13 years old investigations showed normal jejunal histology.
At presentation his antibody concentrations to gliadin were raised (31.0 arbitrary units/ml, normal range 0 to 3 arbitrary units/ml; reference range based on a protocol developed at St James's Hospital, Dublin). A duodenal biopsy at this time showed no abnormality. The patient's ulcers resolved after he was put on a diet free of gluten; the concentration of antibodies to gliadin fell to 14 arbitrary units/ml within six months. As the patient may have had latent coeliac disease he was challenged with a normal diet containing gluten for four months; the ulcers recurred and the concentration of antibodies to gliadin increased to 16 arbitrary units/ml. A duodenal biopsy at this time was normal (fig 1 (left) ) and the patient had no gastrointestinal symptoms. At 20 years of age the patient presented again with severe oral ulcers after he had followed a normal diet. During the intervening six years he had developed oral ulcers whenever he consumed a normal diet, but these had resolved when he reverted to a diet free of gluten. On presentation the patient had high concentrations of antibodies to gliadin ( > 32 arbitrary units/ml), and he was also positive for antibodies to endomysium, which were available for the first time. Antibodies to both gliadin and endomysium are increasingly tested to detect and monitor patients with gluten sensitive disorders, and provide a sensitive and non-invasive means of diagnosing and following such patients. Haematological investigations including full blood counts and folate concentration were normal throughout. The patient independently resumed a diet free of gluten to relieve his ulcers; a duodenal biopsy performed four weeks later showed features consistent with coeliac disease that had been partially treated-that is, fusion of villi, inflammatory cell infiltration of the lamina propria, and increased numbers of intraepithelial lymphocytes (fig 1  (right) ). When the patient resumed a diet free of gluten, duodenal histology and the concentrations of endomysial and gliadin antibodies returned to normal.
Discussion
Recurrent oral ulcers may be associated with gluten sensitivity both in people wih classic coeliac disease and in those with no intestinal abnormalities. About 4% of patients with recurrent oral ulcers have underlying gluten sensitive enteropathy. 1 3 Our patient developed gastrointestinal abnormalities consistent with coeliac disease after clinical manifestations of sensitivity to gluten were confined to the oral cavity for a prolonged time. Our group's previous study of 10 patients with sensitivity to gluten and recurrent oral ulcers showed clinical and serological relapse after challenge with gluten, although there was no histological or symptomatic evidence of gastrointestinal disease. 4 This patient also showed no abnormality in the three original biopsy specimens of small intestine taken when oral ulcers were present.
We suggest that all patients with recurrent oral ulceration should be tested for sensitivity to gluten by measuring endomysial and gliadin antibody concentrations and response to a diet free of gluten. Once this subgroup of patients has been identified they need close monitoring for villus atrophy as enteropathy may develop after several years. As ours seems to be the first case in which delayed onset enteropathy has been identified we do not know how often biopsies are needed. Biopsy surveillance every one to two years is probably sufficient, although any increase in antibody concentrations would necessitate more urgent investigation. Given the importance of keeping to a diet free of gluten to minimise the risk of complications, including malignancy, patients who are sensitive to gluten and develop recurrent oral ulcers need to be identified early if appropriate treatment is to be started.
One hundred years ago The Queen's visit to the Riviera
The arrangements for the Queen's visit to Nice are now, we understand, quite complete, and we are able to confirm our previous statement that the sanitary matters which were in dispute at the beginning of the season have been arranged satisfactorily. Everything in the Regina Hotel, Cimiez, and in its neighbourhood is in excellent order from the sanitary point of view. Her Majesty will have the enjoyment of the same fine set of gardens, some sixty acres in extent, for her morning drives in her donkey carriage, as before. The winter in Nice has been very dry, and except that there has been an epidemic of influenza of a mild average type the health of the town has been good. The influenza epidemic now shows signs of diminishing. (BMJ 1898;i:648) Fig 1 (left) Normal villus morphology in patient with sensitivity to gluten and recurrent oral ulcers (×10). (right) Enteropathic changes including increased numbers of intraepithelial lymphocytes (small arrows) and inflammatory cell infiltration of lamina propria (large arrow) in patient with recurrent oral ulcers and sensitivity to gluten (×10)
